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[oo34] mnmikmfct lt*. r^-/im^ 

y7o tVP-fc/t-n— J*i^flc, 7fT U y^^^ 

[0035] &mmcr>M£, imt lz -mizi±^m^ 

[0036] ^PJ*o*^ttX{i*«rdc*co*»t4»! 

jSOgH 



JWfcJ: 9H«lt&.g>*>\ 31*0. 0 1-10 0li%» 
it L < ii 0 . 1-50 ma.%Z'$> h . fftetiTSftiNOti 

•^•(cti, ai»o. i-3osa%. *?±L<iii~io 

~>u y7°&m<7)mmz'm)>^t>tL&o #r-t:;K m 
m. mm. 5~i 0011%. *f£L<<i 

[0037] &*SI±e*a4«K Jltt. i&SeB 

WKi OifcSE?*!.** 1 . B*?t 0 1-5 

0 Omg/b o d ytJi^. 
[0038] *t=^^ft«-«flWBftffi**^. 

HRsS [ l ] ifctt-ftliC [ 2 ] 
«jti. 1-1 0SM. #£L<{21- 3l&L<ni/TZf\/ 

HtflUfcT, TfBfciSLfc-ffcdfll [ 1 A] 
[0039] 
[•ft7] 

COOH B(OH) 2 



SOaH OH COOH I 





[00 4 0] CD T-bhy. *ar£<0»»+, - [^tS] 

5 0°C-S0°C. if* L<(i-5"C-1 5'CtC-C^v^ 

[004 1] 



BNSDOCJD: <JP_41 1060573A_J_> 




tit*, Rl, R2, R3. R4. R5. Re&tSWM 
[ 1 ] 4fc«-HR* [ 2 ] &Wi-tB& [ 3 ] 
4: Wi t»* £3H" ] T'iK § ft. & fc^hftMWfek**- h 

■j^^HjESrfflvvror;— i 5o*a #iL<iii 

5*C~ 7 0m*y7>J>/3t. «f£fc. «*f, * 
7A?07h/7 7^ -fiOilSI^ ff 3 i 1 1 £ o 

[0043] C<0 J: 3 t LT»4.<lfc-ft^W*5i 

S&lfrSc. iSEtfflV^ittioTHteC [3] 

If. ffc^ 2 h U 7;M-cry * yx;W >m* f-^ 
f»7 /U^iHfcJB#*f^ffl $ it h Z t iz <fc -yXte&Hl 3 




[004 7] Ceo J: dlzLxn^tl^-m^i [1] *fc 




ftRPPl 1-60 573 



Ciot [ 1 A] fc [IB] cOKJEHl^Sr^i^itt 

[0044] XifcliY**. 
lrV7 x y * isMX'$>&*%£t,Z&^XU. Synthe t 
ic Communication, 24^, 2153 

w~2 1 5 smiziffiztittm. h>v^v 

m<nim&:&WET . -5 0t-8 0'C. ML<li-5 

'c~ i 5 r,tcT 9 y +:> y^-^umcomm^mm-^^ z 

blz£->X &f&? h Z b ifflW?C$> h . 
[0045] ±IS-^ [IB] X^Zix&H&mii, 
ltimZitX^&frfo&^i&Wfflg&ffi&^W0 9 5/ 0 6 

4 6 9 srfcssrcs ixttmzm txwikxz . mmrr 

[0046] 
[ffc9] 




(EX-1B) 



[3] <JXk-&!ftt:*jv^Tti. W®». ?^VWam<VM 
[0048] 
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< ->i)-><n\ti$m<7>wmz ^ c: T§ ^zmmzmw-t h . 

[0049] HtfeM 1 

2- [4- [4-?nn-6- (3-M*7s-;K 
3, 5-h'J7y"y-2-'f;HTS/7 

1- ;H -6-7^-/i^>-y>7v*— ;p th^Afi 
O&Jfc <<(fc£*l ) 

40m nzmmttzs - r ^ y^.y^yx>^ym9 3 

9mg a^'^SS**^ HJ *7A 4 5 5 m g Sr^TCT 
SSTLfc. H«ai£fc:T3 0iHStfF Lfcl*. 7-fehyiO 
m 1 , l/**f-A>^)V-fc* i>> F 5m 1 KJgJUL*: 2 - ( 4 
-7S77x ) - 6 -7 f/Ky/fT/-^ 1 . 
08g, Olr^'^K**^ h 0 ^ A 9 1 0 rn g SrWJJdIP 

i o i LSrjn^.. i mmmw Lfc«. m\F 

7&LTft$>tltimJ&to&* 777-;P2S0m 1 , DM 

f 7 o m i <7m&mzmm-th . <r ok^-t 7 r 

^LH-20 (1. 2L. m&i&XfS—Jl') CO*?? 
A 7 h ^7 7 4 - t« L . igifiH#£#JR. «JE« 

i fc «t o , ±te^-fL^ < 1 . 6 5 

S, 5 6%) £f$fc. 

ESI— MS (negative m o d e , m/ 
z) ; 523, 5 2 5 [M-H] " , 104 7 [2M- 
H]- , 1 069 [2M + Na-2H] - 
'H-NMR (200MHz, DMSO-d6, PP 
m) 2. 46 (s, 3H), 7. 3 6 (m, 3H), 
7. 4 8—8. 34 (m, 8H) , 10. 37 (br 
s, 1 H) , 10. 56 (b r s, 1H) 

[0050] mmm2 

2- [4- (4-^00-6-7-^7-1, 3, 5- 
h 'J 7^7- 2-^) 7577x^/H -6-7f-/W 
<y/f7'/-;^i Ut-£V»2 ) 

£ O-ft^^fitfll 1 <S0£-j&£IHCt& \ r- u y fc 2 
- (4-7S77i-;l/) -6-^-f-;^yy"f-rv'- 
;u£fflcvc«iiLfc. (JR*S4%) 

FAB — MS (pos it ive mode, m/ 
z ) ; 44 5. 447 [M + H] + 
'H-NMR (200MHz, DMSO-d6, pp 
m) ;2- 46 (s, 3H), 7. 15(m. 1H), 
7. 35 (dd, 1H, ,T = 8. 3, 1. 2Hz), 
7. 3 5-7. 45 (m, 2H), 7. 6 0 — 7. 8 0 
(m, 2H) , 7. 80 — 8. 10 (m. 6H) , 1 
0. 36 (brs, 1H), 10, 57 (brs, 1 
H) 

[0051] mm\3 



(9) #ISffl 1-60 57 3 

2- [4- (4-?nn-6-7-'Jy- 1 , 3, 5- 
N'J7yy-2->f^) 7$y7x-/P] - 3, 6-i? 
7 1-jl><yY?-T*/ iJiJJ* 7 n>J HiO^ ( 
3 ) 

2- [4- (4-7od-6-7-'J7- 1 , 3, 5- 
h'J7yy-2-^f^) 75 77x-;H -6-7^-zP 
0-V>TV'-;l.- 2 . 3 g Zmt^T-l/y lOOmlt 
Jg ffi L . N'J7 /M" o^j'yx /L-rh 7gf 7 0.70 
m 1 £Jn£. MfiCT-Wtftt* Lfc. KJEjl5£*£flE«l8 

- (mnM= wtt+vy/** ;-)v=2 5/1 (w 

^•>-SiSiDowex-l (CIS. 5 0ml ) 

1. 6 9gf#ft„ (JR^6 6%) 

FAB-MS (positive mode, va./ 

z ) ; 4 5 9, 46 1 [M] 

'H-NMR (200MHz, DMSO-d6, pp 
m) ; 2. 58 (s, 3H), 4. 26 (s, 3H), 

7. 14 (m, 1H) , 7. 3 5 — 7. 4 5 (m, 2 
H), 7. 6 5 — 7. 75 (m, 2H), 7. 81 (d 
d. 1H, J=8. 8, 1. 5Hz), 7. 90—8. 
00 (m, 2H) , 8. 00 —8. 20 (m, 2H) , 

8. 29 ( d. 1H, J=l. 5Hz) , 8. 31 
(d, 1H, 1. 5Hz) 10. 48 (brs, 1 
H) , 10. 84 (brs, 1H) 

[0052] mm* 

2- [4- [4-700-6- ( 3-AM7x-;H 
7S/-1, 3, 5-h l J7y'y-2-^f;l'] 7577 
x - ;H ^ yy>rv* 7- Mi *7 Aigo-^fifc ( fb£ 
«J4 ) 

*>ffc£ft Sr^MCT 1 O-^^WR tfl! V \ 3 - 7* 5 7 < 

y-tr y^iv-frymt 2 - (4-7;77x-^) o-v 

FAB-MS (positive mode, m/ 
z) ; 533, 535 [M+Na]' . 511. 513 
[M+H] + 

'H-NMR (200MHz, DMSO-d6, pp 
m) ; 7. 30—8. 20 (m, 12H), 10. 38 
(brs, 1H). 10. 57 (brs, 1H) 

[0053] msm5 

2- [2-700-4- [4-7UQ-6- (3-X)V 
*7x-;»757-l, 3, 5-h , JT : Jy-2-J 
;H 7S7 7x-/H -6-7 ^v^yv^TV—jv 
1~h>J *7 Aig^fig ( ft&fa 5 ) 

; co-fb-^i ar^MM i n&fmmizm v 3-757^ 

y Hf yx)V *y&t 2 - (2-^nn-4-7*77x 
- 6 ->f;Ky/f77- ^SrffluTSg^L 
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mode, m/ 
> . 559, 561 

d 6 , p p 
-7. 44 

7. 96 
5H 
1 0. 
8 (b 



fc. 0K*4 1%) 
FAB ~MS (positive 
z ) ; 58 1, 5 83 [M+Na] 
[M+H] + 

1 H — N M R ( 2 00MHz, DMSO- 
m) ; 2. 4 9 { s, 3H) . 7. 34- 
(m. 3H) , 7 . 4 — 8. 4 (m, 4H) , 
(s, 1H), 7. 98 (d. 1H, J=8. 
z ) . 8 . 23 (d, 1 H , J = 8 . 7Hz), 
3-10. 5 (brs, 1H) 10. 6 — 10. 
r s , 1 H) 

[0054] mmme 

6-7DD-2- [4- [4 -^on-6- ( 3 - X)V 
*7x-;H7$/-l, 3, 5-h'J7y>-2-^ 
/I- ] 7S77x -;U] O'/fTZ-zl' ^ h 'J ^ AiS 

y-ifyx/i/*yg}:2- (4-7?77x^) - 6 - 
%) 

F A B — M S (positive mode, m/ 
z) ; 567, 569 [M+Na] + , 545, 547 
[M+H] + , 589, 59 1 [ M — H + 2 N a) + 
1 H-NMR (200MHz, DMSO-d6, pp 
m) ; 7. 2 — 8. 2 <m, 4H) . 7. 30 — 7. 4 

5 ( m , 2H) , 7. 55 (dd, 1H, J = 8 . 7. 
2. 2 H z ) , S. 03 (d, 1H, J=8. 7H 
z), 8. 0 5 — 8. 17(m, 2H), 8. 29 
(d, 1H, J = 2. 2Hz), 10. 3—10. 4 
(brs, 1H) 10. 5—10. 6(brs, 1H) 

[0055] mmmi 

2- [4- [4-;do-6- (3-^7i-W 

rsy-i, 3, 5-h>j7yy-2->f^]7$y7 
x— ;P] - 6 - hV 7/^n^f ;Kyy'f7/-^ 
^- hV * Affl<0#« ( 7 ) 

>^>x;i/*ySfc2- (4-7$77x-;D -6- 

fc. (JR*34%) 

FAB— MS (pos it ive mode, rn/ 
z) ; 623, 625 [M-H + 2Na] + , 601, 
603 [M+Na] + , 1223, 1225 [2M-2 
H-h3Na] + 

1 H — NM R (200MHz, DMSO-d6, pp 
m) ; 7. 3—8. 3 (m, 4H) , 7. 30 — 7. 4 

2 (m, 2H) , 7. 83 (dd, 1H, J = 8. 6, 
1. 9 Hz) , 8. 10 — 8. 2 5 (m, 3H) , 8. 

6 7 { m , 1H). 10. 40 (brs. 1H) 10. 
6 2 ( b r s , 1 H ) 

[0056] m$m\s 



2- [4- [4-?no-6- (3-XM7x-/H 
757-1, 3, 5-h 1 J7y>-2->f^] 7577 

S) 

>Mr>X^7^^Ki:2- (4-757 7x^)^7' 

yyy^m^xmmLtz. (jr*s5%) 

FAB-MS (pos it ive mode, m/ 
z) ; 516, 518 [M + H] + . 538, 540 
[ M - H + 2 N a ] + 

1 H — N M R (200MHz, DMSO-d6, pp 
m) ; 7. 2—8. 0 (m, 13H), 10. 36 (b 
rs, 1H), 10. 47 (brs, 1H) 

[0057] mtm\9 

2- [4- [4-70D-6- (4-7h^r>-3-^ 
;l*7x-/H7S7-l, 3, 5-VVT>>-2- 

4)V} 7577x-;p] -6-7f;Kyv"f7y"^ 

1-hv lyj^uco&m. ( it&fo9 > 

;^-&*«:50t«il^lK#)IIt:ffl!V\ 3-757- 
4-*h*^y*?>X>\/fr>mt2- (4-7 577 
x-A0 - 6-7^/l^vy>7y -^$:ffl^TM3tL 
fc. (JR^3 2%) 

FAB— MS (pos it ive mode, m/ 
z ) ; 5 5 5, 5 5 7 [M + H] + 
'H-NMR (200MHz, DMSO-d6, pp 
m ) ; 2 . 4 6 ( s , 3H), 3. 7 9 ( s , 3H), 
7. 00 (d, 1H, J =8. 8 Hz) , 7. 3 0 — 
7. 42 (m, 2H) , 7. 65 — 8. 14 (m, 7 
H), 10. 15 (brs, 1H) 10. 51 (br 
s, 1H) 

[0058] mmm 1 o 

2- [4- I4-7DO-6- (2 ~?DD-5 - X/L 
^7x^)757-1, 3. 5-bVTi?y-2-4 
)V ] 7 5 7 7 x — ;u] - 6 -7f;Kyyf7/-^ 

^ h U ^ Ai&7>&jft ( fL^tt 1 0 ) 

z<r>it&%*mmmi<ni$fcmmzm^. 3-757- 

A-?UU^>*£>X)V^>y&h 2- (4-7577x 
-;!/) -6-7^;^>y>7^/-/U^fflv^TMitL 
fc. (JR*8 8%) 

FAB-MS (pos itive mode, m/ 
z) ; 5 59, 561 [M + H] + , 581, 583 
[M+Na] + 

iH-NMR (200MHz, DMSO-d6, pp 
m) ;2. 45 (s, 3H) , 7. 3 0 — 7. 3 8 
(m, 1H) , 7. 55—8. 10 (m, 9H) , 1 
0. 20 (brs, 1H) 10. 55 (brs, 1H) 

[0059] mm 1 1 

2- [4- [4-?PD-6- (4-7x^757- 

3- ^*7x-;i/)7S7-l, 3, 5-bVTz/> 
-2- A )V ] 7577x-;P] -6-^f;Kyyf7 
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v->v i-ho *? aisles; (ik-Gm 1 1 > 

z oit&fazmmm i o*iR*ji(c«o . 3-757- 

2 - 7 x -;ur sy< > -Hf >- 7/P* >it2- ( 4 - r 

SBtbfc. (JR^6 0%) 

FAB— MS (pos it ive mode, m/ 
z) ; 616, 6 18 [M + H] ( , 638, 640 
[MtNa] + 

1 H — NMR (200MHz, DMSO-d6, pp 
rn) ; 2. 46 ( s, 3H) , 6. 8 — 8. 6 (m. 1 
5H), 10. 10 (brs, 1H) 10. 42 (br 
s, 1 H) 

[0060] mmm 1 2 

2 - [4 - [4-7oo-6- [ (E) - 2- (4-— 
ho- 2-^W7i- )V) If-/!-] - 3-7/1/^7 
i-^JTSV-l, 3, 5-b'JT^>-2->f;P] 
75/7i-/H -6-^f/Ky>/f7 > /-^ 2"T 
I- V V AiatfO-^-fiit ( -ft^ 1 2 ) 

i wt&mzgmm 1 <o£jR¥»Bcftv k 3 - 7 5 y - 

4 - [ (E) - 2- (4--bn-2-XM7x- 

7 x ) - 6 - y f/Ky/fT'/^^ffl^t Kit 
Ui. (JR^9 7%) 

FAB— MS (positive mode, m/ 
z) ; 796. 798 [M — H+2Na] + , 818, 
820 [M-2H+3Na] + 
1 H — NMR (200MHz, DMSO-d6, pp 
m) ; 2. 46 (s, 3H) , 7. 2 — 7. 4 (m, 1 
H) , 7. 6 — 8. 7 (m, 14H). 10:4—1 
0. 7 (rn, 2H) 

[0061] mmm 1 3 

1- [4-yno-6- [4- (6-^f^yyf7 
V*-/l'-2-j/l/) 7x-;l'7S7] -1, 3, 5-h 

m.-f h 'J ?A«<7>£-Jft ( *fc£ft 13) 

-r coitsmzmmm 1 <^ift#«(cao . 1 - r 5 y - 

7-i-7?\,yX)\s*>mi: 2- (4-7S77x- 
(IR^9 1%) 

FAB — MS (positive mode, m/ 
z ) ; 575, 577 [M+H]' , 597, 599 
[MtNa] * 

1 H — NMR (200MHz, DMSO-d6, pp 
m) ; 2. 45 (s, 3H) , 7. 2 — 8. 1 (rn. 1 
2H), 8. 31 (s. 1H), 10. 2 — 10. 7 
(m, 2H) 

[0062] mmm 1 4 

2- [4- [4-^00-6 - [3- ( 2-tHnJf-y 
xf;^*^) 7x-;P] 75 7- 1 , 3, 5-h 
l J7y>'-2-^f^) 7S7 7x^H -6-yf-/K 




yy'+TY->i-<7)-£f£ (-ffc^ft 1 4 ) 

z (Mfc&mtmskm 1 ^jfi#wtcfiet 2 - < 3 - 7 

5y 7xx;^*x;P) i^7-;l/> 2- (4-75 
y 7 x — ;p ) - 6 - y f;K>"/ f-TV— /h arfflv ^XM 
JtLfc. (IR^6 8%) 

FAB — MS (pos itive mode, m/ 
z ) ; 5 5 3. 5 5 5 [M + H] + 
'H-NMR (200MHz, DMSO-d6, pp 
m) :2. 46 (s, 3H). 3. 45(m, 2H), 
3. 70 (m, 2H), 4. 94 (t, 1H, J = 5. 
3Hz), 7. 35 (dd, 1H, J = 8. 4, 1. 3 
Hz) . 7. 66 (m, 2H) , 7. 7—8. 2 (m, 
8H) , 10. 67 (brs, 2H) 

[0063] mmm 1 5 

2- [4- [4—70E7— 6 - ( 3-7,^7^^:^/1-- 7 
xx;H7S7-l, 3, 5- h 'JT^V- 2--Y;U) 

r 5 y 7 x — - 6 -y f/Ky/frv- 

(■ffc&ftl 5) 

£ co-fk-^t) ^iwj 1 eteti&micm \ 3 - 7 5 y 7 

;^-;WT 5 Ht 2- (4-7S77x-;K -6-y 

^-/^y-y^-ry-yi-s-fflwrKjtL^. (upm 2 

%) 

FAB — MS (pos itive mode, m/ 
z) ; 524, 526 [M + H]* , 546, 548 
[M+Na] " 

'H-NMR (200MHz, DMSO-d6, pp 
m) ;2. 46 (s, 3H) , 7. 2 — 8. 2 (m, 1 
3H), 10. 65(brs. 1H), 10. 70 (b 
r s , 1 H ) 

[0064] mmm 1 6 

2 - [4- [4-700-6- ( 3-^/1-*'.) 77/1^ 
-Wx-;K 757- 1 , 3, 5-b«J7y>'-2- 
^f;l/) 75 77xxyH - 6-y f /^yy'f 7/-/1- 
o>£j* (-fk^l 6 ) 

znit&mzmmmio&f&mmzm^. 3-7577 

xZ;UWx;R;P*»J>t2- (4-7577xX 

;h) - 6 -^f;Ky/f7 , /-;i'^^tilL^. 

(jRi£4 3%) 

FAB— MS (pos itive mode, m/ 
z) ; 594, 596 [M + H] * , 616, 618 
[M+Na] + 

•H-NMR (200MHz. DMSO~d6, pp 
m) ;2. 47 (s, 3H), 2. 90 (m, 4H), 
3. 63 (m. 4H), 7. 36 (dd. 1H, J = 
8.4, 1 . 1 Hz ) , 7. 4 — 8. 2 (m, 10 
H) , 10. 67 (brs, 2H) 

[0065] mmm 1 i 

2- [4- [6- (4-757-3-7,/l/*7xX;l/) 
7*57-4-7oo-l, 3, 5 - M/TW- 2 -> f 
;p] 7577x-;H -6-^f;Ky , /f7/-;i' 
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ft 



mm 1 -! 1-60573 



1- h'J ^2±t&a>£f$. (-ft-^ft 1 7 ) 

2- (4-7577^) -6-^f;KyVf7y 
-;H30mgt DMF 5 m 1 tZjgjfKfc. *^T(C 
T , miti/TSUl- lOOmg Sr?f ft! L£ DMFlmli 
aEfcSTFU mi§L&lZX3 0ftMWLtz. VZ^X\ tR3 
m i izmmifz 2 . 5- x7 5 7^iHr>7./U*>'iS9 

7 m g 5.^18**^ H7 »? A 1 3 6 m g £ RS^tC-C 

fz« Kimz. f&^mm. pih77t*7?xlh 

-20(1 70m 1 , mttimS3>S-)l<) CD7>5>A7u 
ZttZ£i-)^ ±immtSty ( 1 2 7. 5mg, 42 

%) 

FAB-MS (positive mode, m/ 
z ) ; 540, 54 2 [M + H] * 

1 H-NMR (200MHz, DMSO-d6, pp 
m) ;2. 46 (s, 3H), 5. 61 (brs, 1 
H), 6. 65 (d, 1H, J = S. 5Hz), 7. 1 

2 — 7. 40 (m, 2H), 7. 51 — 7. 7 0 (m, 
1H) , 7. 8 — S. 1 (rn, 6H) , 9. 8 5— 1 
0. 00 (brs, 1H), 10. 35 — 10.47 
(brs, 1 H) 

[0066] mtm\ 1 S 

2- [4- [6- (4' -757-5, 5' - £77 ^-iV 
-2. 2' -y*X*7t'7i^-4-^/H7S7 
-4-^on-l. 3, 5- h*)Tisy-2.-4 7 

S77i-W -6-7f-;Kyyf7y-^ 2-^h 

'J >7 AScO-^-JS ( -fk-MH 1 8 ) 
Z\coitiZ^Zmi&mi7<7)-&f£¥-nBzM^, 4, 4' - 
y'75 7-5, 5' -£77^—2, 2' -h'7x~;P 

- t'^^y-tf yx;t/* >Mt2- (4-r$77i- 
;u) - 6-^^-/^>-y-?-ry'-/^ffl^rS3iL-/c < . 

(IR^I 3%) 

FAB — MS (positive mode, m/ 
z) ; 746, 74 8 [M+Na ] + , 768, 778 
[M-H + Na] 4 

'H-NMR (200MHz, DMSO~d6, pp 
m) ; 2. 0 1 ( s, 3H) , 2. 1 2 ( s, 3H) , 
2. 46 (s. 3H), 4. 80 (brs, 2H) . 
6. 9 0 — 7. 00(brs, 1H), 7. 19 (d, 
2H. J = 6. 3Hz), 7. 33 (dd, 1H, J = 
8. 3, 1. 2Hz), 7. 66—8. 12 (m, 7 
H). 9. 8 6—10. 06 (brs, 1H), 10. 
4 3—10. 52 (brs, 1H) 

coo67] mmm 1 9 

2- [4- [4-^on-6- (3--f'07i-;H T 
57-1, 3, 5-h'J7y>-2--f;H7;77i 

(-fk^i 9) 

IJSCT 1 7 O-^-fiic^MItCfM V K 3-757 



d 6 . p p 
7. 37 (m, 3H) 
10. 30 (brs, 
1H) 



6 . 5 6 ( b r , 1 
7. 3 5 ( d d , 1 H, 
7. 96 (m, 6H) , 
10. 24 (brs, 1 
1H) 



y^—Jl-^mt 2- (4-7i77i-/P) -6-7 

%) 

FAB — MS (positive mode, m/ 
z) : 489. 49 1 [M + H] + 
'H-NMR (200MHz, DMSO 
m) ;2. 46 (s, 3H) 

7. 6—8. 2 (m, 8H) 
H) , 10. 55 (brs, 

[0 0 68] 0 

2- [4- [4-7nu-6- ( 3-h HD^fy7i- 
/H 7S7-1, 3, 5-h'J7yy-2-^f;l/] 75 
7 7 x =~)V ] - 6 -7 fJK7y'f7 > /-;l' -fh'J*} 
^t&co^fS. utsm2 0) 

£ <0fLl^3 * SIMM 1 7 ^-^^HlKtMt V 3 - 7 5 7 
7i7-il>2- <4-75 77x-/l<) -6-7f7P 
<>-V>7V'-;l*.fflUTM3tL^„ (JR^4 3%) 
'H-NMR ( 2 0 0MHz . DMSO-d6, pp 
m) ;2. 46 (s, 3H) 
H) , 7. 1 3 (m, 3H ) 
J = 8. 6, 1 . 5Hz ) , 
9. 55 (brs. 1H) , 
H), 10. 57 (brs, 

[0 06 9] mmM2 1 

2- [4- [4-?oo-6- ( 3-^)^^i^y^~ 
)V) 75 7-1, 3, 5- h '7 7i7><-2--r/l7J 7 5 
77i ] - 6 -7 ^K^/f?/-^ -J- h '7 «7 

^co^m. ut£m2 1 > 

£ ^i^^mmm 1 7 \ 3-757 

%MMWit2- (4-7577x-;U) -6-7^-/K 
yy'^77'-;U^fflV^TPjtL7t. (lR2p6 2%) 
'H-NMR ( 2 0 0MHz , DMSO-d6, pp 
m) ; 2. 46 ( s, 3H) 
J = 8. 4, 1 . 5Hz) , 

8. 0Hz ) , 7. 7—8. 
1 (brs. 1H), 10. 
[0 0 7 0] HMM2 2 

2- [4- [4-?nn-6- [ (D, L) -y°xn<J~ 
*]>fsy-l, 3, 5- hU737>--2--f;H 75 
77x-;H -6-7f-;^yv>7V'-;i- tfU-!? 

a^-s-js; (-ft-a-^2 2) 

£ w^t^ *rHS£M 1 7 o-&j£#JiK;:^i, \ ( D , L) 
-To '7 7i: 2 - (4-7577x-7U) - 6-7-74- 
<yy^77'-;P*fflU-CM3ML^„ (JR^3 5%) 
FAB — MS (positive mode, m/ 
z ) ; 4 6 7. 4 6 9 [M + H] + 
'H-NMR (200MHz, D M S O - d 6 : 
m) ; 2. 00 (m. 4H) , 2. 46 (s, 
3. 63 (m, 2H) , 4. 54 (m, 1H ) 



7. 3 5 ( d d, 1 H, 
7. 52 (t, 1H, J = 
2 (m, 9H) , 10. 5 
62 (brs, 1 H ) 



4 (dd, 1H, J = 8 . 4, 1. 3 H z ) 



P P 
3H) , 
7. 3 
7. 8- 
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(13) 



#HPP 1 1-60573 



S. 1 (m. 6H) , 10. 56 (brs, 1H) 
[00 7 1 ] HS6M2 3 

2- [4- [4-?ou-6- [ (D. L) — te'J^ 
;N7*y-i, 3, 5-h OTiSy- 2-j>l] 75 
7 7 x -/l- ] - 6 - 7- f;K yV^-TV—fV ~fh 0*7 
AJhcT)^ (^!fe2 3 ) 

-O-ft^^HSfeMl 7^G)c^llIt^(,\ (D, L) 

7y*^77-^£ffl^«iU:. (JR^3 2%) 
ESI— MS (negative mode, rn/ 
z) ; 455, 4 57 [M-H] " , 911 [2M- 
H] - 

1 H — NMR (200MHz, DMSO-d6, pp 
m) ; 2. 45(s, 3H), 3- 5 — 3. S(m, 2 
H) , 4. 12 (m. 1H) , 7. 34 (dd, 1H, 
J=8. 5, 1. 4Hz), 7. 38 (br, 1H), 
7. 9—8. 0 (m, 6H) , 10. 31 and 1 
0. 38 (2brs, 1H) 

[0072] mmm24 

2- [4- [4-7UO-6- (T7^t°'j7-4--f 
3, 5-h'J7y'y-2-^/H7i 
7 7 x —A ] -6-7 f;KyVf77-^ h U >7 
AJ^60#JS (^^2 4 ) 

-O-fb^^HM^I 1 7 ^-irfi!c#)lli{;fiet \ 4 - T 5 7 
r^f-tru^t 2- (4-T577x~;l ) -6-^f- 
iK^Vf7/-A'tffl^TliaLfc. (JR*6 8%) 
FAB-MS (positive mode, m/ 
z ) ; 5 5 5, 5 57 [M+H] + 
1 H — NMR (200MHz, DMSO-d6, pp 
m ) ; 2. 20 (s, 3H), 2. 46 (s, 3H), 
3. 15 (s, 3H). 7. 3 — 8. 1 (m, 6H) , 

9. 47 (brs, 1H). 10. 49 (brs, 1 
H) 

[0073] mtm25 

2- [4 - (4-;on-6-7 b*i/~ 1 , 3, 5~ 
0'7>Ty-;U C9£-j£ ( -fb^2 5 ) 

zmk&mzmmm 1 ^ j§*K*tf>* 7 

7-/^2- (4-7577x^/P) -6-7>f-/K> 

y^rv-zp^ffl^T^jtL/i. (wm3 s%) 

FAB— MS (positive mode, m/ 
z) ; 384, 386 [M+H] * 
1 H — NMR (200MHz, DMSO-d6, pp 
m) ;2. 46(s, 3H), 4. 00(s, 3H), 
7. 35 (dd. 1H. J = 8. 4, 1. 6), 7. 8 
—8. 0 (m, 4H) , 8. 0 — 8. 1 (m, 2H) , 

10. 90 (brs, 1H) 
[0 0 74] ^SfeM2 6 

2- [4- [4-7DO-6- (3-7h*>-) 7x7 
dfv—1, 3, 5-h'J7y>-2-^^]7577x 



] - 6 - .7 f-;l-^ VV+TV-)V cr>^J& ( -ffc^Bj 
26 ) 

MitisTZfr 1 0 6 rn g £ Wl^xy 10ml (CfgiSf*. 

gffi&J 0 "7 A 79rag, 77*)yi-fA' ( 1 S - c r 
own-6) 8. 8mgW3-7hJfyXj'7-;l/7 
2mg£flQi_. ^aTF3B§fam#Lf^ StEM*-t7-f 
hiFji5.yy'J*^5A^n7hil (10ml, 

}§aiM^ :J r^>'-iafL7^-^>'= 1 - 2 ) lz®Ltc&. 

7th74m i izmmmv. 2- 

)V) - 6 -7^K77>7V'-;l 1 8 Sm g , *lm 

i izm a? Ltzmmmi- v v s i m s & . 

7 mriMI tfc . JiTFSSSHH 1 4: m«tf>SfE£ff a 
CfctCctO. Jje-fb-^ft* 5 0 . 3mg (JRipl 9%) 

FAB-MS (positive mode, m/ 
z) ; 476. 478 [M + H] + 
'H-NMR (200MHz, DMSO-d6, pp 
m) ; 2 . 46 (s, 3H), 3. 8 0 ( s , 3H), 
7. 35 (dd, 1H, J = 8. 4. 1. 6), 6. 8 
5 — 7. 05 (m, 3H) , 7. 32 — 7. 52 (m, 
2H) , 7. 6 0—8. 15(m, 6H), 11. 10 
(brs, 1 H ) 

[0075] *3&HHtf>-rn.x mmMli. J&feft* 
S<7)-f Q7- TK?iJc7)#JpRjEWJ{cfflu Ux . fn7 7 

fn^7-€Stt(i, 0J;Uf , KimMScienc 
e, 2 6 6^, 201 1-201 51, 1 9 9430<73 
TRAP£tJ:oTfcl5reS£„ fn^ 7— feTOvStt 
t±s ^7>7-'-:/y7.aJ: O^ESilTV^ONCOR 
TRAP-e z ef 077-^6^7 h^ffl^ 

JTC* 6 . SttWfctiiJW k -5 0 "Cft « . Jfvh tclcife 
S^lTW^TJStMoT. t^T<^aaVU9 37ffl 

*>-£T 5 0 v-f 7 a y y h/i ^&l>RjEM (txM 
*iia8-r6. 8»fl^ftl*»Mi« HRsS [ 1 ] ifcti— 
«5£ [ 2 ] ifcHMRsS [ 3 ] T^^n^-fb-^lSrDM 
SO-C»»LgSe*T«RL-C. 2%DMSOMi:L. 
TlSRLfc. 4fc-r^hfcH«*t:4HfcflsA****=S:v^ 

$ ( a ••/ 7 7"7 ^ >- k ) £m!g t , vxr^mzm t 

[0076] -?«.X<7)Kmii*r--?JWt 9 
ofc. 3 0°C, 3 0*r^ y^fa^- h Lfo7 7-fe' 

Rm^n-yfzm. w.*>iz9 4*c(c#ri. 10^^ 

x<-MlL (94°C/3 0#\ 5 5°C/3 0&\ 7 2 
'C/lfr) <7>3 01M ^^-PCRRjeSrH^rrL^, -f 
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(14) ft HFP 1 1 -60573 

l\ Yll^i^k, J^A^^ -/h^^zV^-j-y—A ^ [0077] 



) 



X100 (X) 



[0078] Sg* [0079] 

ft&wi. 3, 4. 5. 6, 7, 9, io, li, i iwn<?mm -^w^&'o. *t^« : fa^7-t' 

2, 13, 17, IS, 27, 28, 29, 30, 3 WmtmZ^-t h t tfBJ&^ixtz* 

1, 32, 33. 34. 35. 4 0fll 1007^f? Oft^f^ixn^ ^-^ffi^Ji: LTWfflT^^ ^ i: 
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